Title: USE OF ORGANIC COMPOUNDS , . 

FOR THE INHIBITION OF FLK-1 ^^4^^ 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
Appl. No,: 09/766,678 



FIG. 1 



FLK-1 866 ILIHI6HHLNVVNLLGACTKPGGPLMVIVEFSKFGNLSTYLRGKRNEFVPYKSKGARFRQ 

KDR C-D S T 

TKR-C C S 

FLK-1 926 GKDYVGELSVDLKRRLDSITSSQSSASSGFVEEKSLSDVEEEEASEELYKDFLTLEHLIC 

KDR AIP P-D 

TKR-C 

FLK-1 986 YSFQVAKGMEFLASRKCIHRDLAARNILLSEKNVVKICDFGLARDIYKDPDYVRKGDARL 

KDR 



Title: USE OF Ox<(jAA.U toU.v.. u ^ .v^ 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor (s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 





IlUe: USE OF ORGANIC COMPOUNDS 

FOR THE INHTOITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 



FIG. JA 




Tiile: USE OF ORGANIC COMFOUJNUb 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
AppL No.: 09/766,678 



FIG. JB 



a 
m 

m 
m 
m 

m 

u 
u 

m 
o 




Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-1 
MEDUTED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor (s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 




Title: USE OF ORCrAINiL. CUMFUUrsu^ 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al, 
Appl. No.: 09/766,678 



FIG. 4A 




FIG. 4B 



Title: USE OF ORGANIC CUMruuiNU^> 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al, 
Appl. No.: 09/766,678 




line. U5±i Ui^ UK^jAJNIL- CUMFUUiND:> 

FOR THE INHffilTION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 



FIG. 5A 




FIG 



FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et aL 
Appl. No.: 09/766,678 



FIG. 5C 




M 



FIG. 5D 



Title: USE Ob UKIjAWH^ K.\jmt\jKji\iJo 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor{s): Axel ULLRICH et al. 
Appl, No.: 09/766,678 



r/G. 6A 




CP 




FIG. 6B 



Title: USE OF ORGANIC COMFUUiNiJ:> 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al, 
Appl. No.: 09/766,678 



FIG. 7A 




FIG. 7B 



line. U5ii UKUAiNU^ UUMi'UUJNL?^ 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al, 
Appi. No.: 09/766,678 




FIG. 7D 



Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHffilTION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
AppL No.: 09/766,678 





Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et aL 
Appl. No.: 09/766,678 




Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-I 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 



I 



FIG. 9A 



i 




200 



— 116 



— 97.4 



VEGF 



+ 



+ 



FIG. 1 0 




— 200 



— 116 

— 97.4 



Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
AppL No.: 09/766,678 




4000 ^ 




FIG. 7 J 



Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor(s): Axel ULLRICH et al. 
AppL No.: 09/766,678 



FIG. n-1 



CTGTGTCCCGCAGCCGGGATAACCTGGCTGACCCGATTCCGC6GACACCGCTGACAGCCGCGGCTGGA6CCAGGG 75 

CGCCGGTGCCCCGCGCTCTCCCCGGTCTTGC6CT6CGG6GGCCATACCGCCTCTGTGACTTCTTTGCGGGCCAGG 150 

GACGGAGAAGGAGTCTGTGCCT6AGAAACTGGGCTCTGTGCCCAGGCGCGAGGTGCAGGATGGAGAGCAAGGCGC 225 

M E S K A L 

TGCTAGCTGTCGCTCTGTGGTTCTGCGTGGAGACCCGAGCCGCCTCTGTGGGTTTGACTGGCGATTTTCTCCATC 300 
LAVALWFCVETRAASVGLTGDFLHP 

CCCCCAAGCTCAGCACACAGAAAGACATACTGACAATTTTGGCAAATACAACCCTTCAGATTACTTGCAGGGGAC 375 
PKLSTQKDILTILANTTLQITCRGQ 

AGCGGGACCTGGACTG6CTTTG6CCCAATGCTCAGCGTGATTCTGAG6AAAGGGTATTGGTGACTGAATGCGGC6 450 
RDLDWLWPNAQRDSEERVLVTECGG 

GTGGTGACAGTATCTTCTGCAAAACACTCACCATTCCCAGGGTGGTTGGAAATGATACTG6AGCCTACAAGTGCT 525 
GDSIFCKTLTIPRVVGNDTGAYKCS 

CGTACCGGGACGTCGACATAGCCTCCACTGTTTATGTCTATGTTCGAGATTACAGATCACCATTCATC6CCTCTG 600 
YRDVDIASTVYVYVRDYRSPFIASV 

TCAGTGACCAGCATGGCATCGTGTACATCACCGAGAACAAGAACAAAACTGTGGTGATCCCCTGCCGAGGGTCGA 675 
SDQHGIVYITENKNKTVVIPCRGSI 

TTTCAAACCTCAATGT6TCTCTTT6CGCTAGGTATCCAGAAAAGAGATTTGTTCCGGATGGAAACAGAATTTCCT 750 
SNLNVSLCARYPEKRFVPDGNRISW 

GGGACAGCGAGATAGGCTTTACTCTCCCCAGTTACATGATCAGCTATGCCGGCATGGTCTTCTGTGAGGCAAAGA 825 
DSEIGFTLPSYMISYAGMVFCEAKI 

TCAATGATGAAACCTATCAGTCTATCAT6TACATAGTTGT6GTTGTAGGATATAGGATTTATGATGTGATTCT6A 900 
MDETYQSIMYIVVVVGYRIYDVILS 

GCCCCCC6CATGAAATTGAGCTATCTGCCGGAGAAAAACTTGTCTTAAATTGTACAGCGAGAACAGAGCTCAATG 975 
PPHEIELSAGEKLVLNCTARTELNV 

TGGGGCTTGATTTCACCTGGCACTCTCCACCTTCAAAGTCTCATCATAAGAAGATTGTAAACCGGGATGTGAAAC 1050 
GLDFTWHSPPSKSHHKKIVNRDVKP 

CCTTTCCTGGGACTGTGGCGAAGATGTTTTTGAGCACCTTGACAATAGAAAGTGTGACCAAGAGT6ACCAAGGG6 1125 
FPGTVAKMFLSTLTIESVTKSDQGE 

AATACACCTGTGTAGCGTCCAGTGGACGGATGATCAAGAGAAATAGAACATTTGTCCGAGTTCACACAAAGCCTT 1200 
YTCVASSGRMIKRNRTFVRVHTKPF 

TTATTGCTTTCGGTAGTGGGATGAAATCTTTGGTGGAAGCCACAGTGGGCAGTCAAGTCCGAATCCCTGTGAAGT 1275 
lAFGSGMKSLVEATVGSQVRIPVKY 

ATCTCAGTTACCCAGCTCCTGATATCAAATGGTACAGAAATGGAAGGCCCATTGAGTCCAACTACACAATGATTG 1350 
LSYPAPDIKWY RNGRPIESNYTMIV 
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TTGGCGATGAACTCACCATCATGGAAGTGACTGAAAGAGATGCAGGAAACTACACGGTCATCCTCACCAACCCCA 1425 
GDELTIMEVTERDAGNYTVILTNPI 

TTTCAATGGAGAAACAGAGCCACATGGTCTCTCTGGTTGTGAATGTCCCACCCCAGATCGGTGAGAAAGCCTTGA 1500 
SMEKQSHMVSLVVNVPPQIGEKALI 

TCTCGCCTATGGATTCCTACCAGTATGGGACCATGCAGACATTGACATGCACAGTCTACGCCAACCCTCCCCTGC 1575 
SPMDSYQYGTMQTLTCTVYANPPLH 

ACCACATCCAGTGGTACTGGCAGCTAGAAGAAGCCTGCTCCTACAGACCCGGCCAAACAAGCCCGTATGCTTGTA 1650 
HIQWYWQLEEACSYRPGQTSPYACK 

AAGAATGGAGACACGTGGAGGATTTCCAGGGGGGAAACAAGATCGAAGTCACCAAAAACCAATATGCCCTGATTG 1725 
EWRHVEDFQGGNKIEVTKNQYALIE 

AAGGAAAAAACAAAACTGTAAGTAC6CTGGTCATCCAAGCTGCCAACGTGTCAGCGTTGTACAAATGTGAAGCCA 1800 
GKNKTVSTLVIQAANVSALYK-CEAI 

TCAACAAAGCGGGACGAGGAGAGAG6GTCATCTCCTTCCATGTGATCAGGGGTCCTGAAATTACTGTGCAACCT6 1875 
NKAGRGERVISFHVIRGPEITVQPA 

CTGCCCAGCCAACTGAGCAG6AGAGTGTGTCCCTGTTGTGCACTGCAGACAGAAATACGTTTGAGAACCTCACGT 1950 
AQPTEQESVSLLCTADRNTFENLTW 

GGTACAAGCTTGGCTCACAGGCAACATCGGTCCACATGGGCGAATCACTCACACCAGTTTGCAAGAACTTGGATG 2025 
YKLGSQATSVHMGESLTPVCKNLDA 

CTCTTTGGAAACTGAATGGCACCATGTTTTCTAACAGCACAAATGACATCTTGATTGTGGCATTTCAGAATGCCT 2100 
LWKLNGTMFSNSTNDILIVAFQNAS 

CTCTGCAGGACCAAGGCGACTATGTTTGCTCTGCTCAAGATAAGAAGACCAAGAAAAGACATTGCCTGGTCAAAC 2175 
LQDQGDYVCSAQDKKTKKRHCLVKQ 

AGCTCATCATCCTAGAGCGCATGGCACCCATGATCACCGGAAATCTGGAGAATCAGACAACAACCATTGGCGAGA 2250 
LI ILERMAPMITGNLENQTTTIGET 

CCATTGAAGTGACTTGCCCAGCATCTGGAAATCCTACCCCACACATTACATGGTTCAAAGACAACGAGACCCTGG 2325 
lEVTCPASGNPTPHITWFKDNETLV 

TAGAAGATTCAGGCATTGTACTGAGAGATGGGAACCGGAACCTGACTATCCGCAGGGT6AGGAAG6AGGATGGAG 2400 
EDSGIVLRDGNRNLTIRRVRKEDGG 

GCCTCTACACCTGCCAGGCCTGCAATGTCCTTGGCTGTGCAAGAGC6GAGACGCTCTTCATAATAGAAGGTGCCC 2575 
LYTCQACNVLGCARAETLFI lEGAQ 

AGGAAAAGACCAACTTGGAAGTCATTATCCTCGTCGGCACTGCAGTGATTGCCATGTTCTTCTGGCTCCTTCTTG 2550 
EKTNLEVIILVGTAVIAMFFWLLLV 

TCATTGTCCTACGGACCGTTAAGCGGGCCAATGAAGGGGAACTGAAGACAGGCTACTTGTCTATTGTCATGGATC 2625 
IVLRTVKRANEGELKTGYLSIVMDP 
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CAGATGAATTGCCCTTGGATGAGCGCTGTGAACGCTTGCCTTATGATGCCAGCAAGTGGGAATTCCCCAGG6ACC 2700 
DELPLDERCERLPYDASKWEFPRDR 

GGCTGAAACTAGGAAAACCTCTTGGCCGCGGTGCCTTCGGCCAAGTGATTGA6GCAGACGCTTTTGGAATTGACA 2775 
LKLGKPLGRGAFGQVIEADAF6IDK 

AGACAGCGACTTGCAAAACAGTAGCCGTCAAGATGTTGAAAGAAGGAGCAACACACAGC6AGCATCGAGCCCTCA 2850 
TATCKTVAVKMLKEGATHSEHRALM 

TGTCTGAACTCAAGATCCTCATCCACATTG6TCACCATCTCAATGTGGTGAACCTCCTAGGCGCCTGCACCAAGC 2925 
SELKILIHIGHHLNVVNLLGACTKP 

CGGGAGGGCCTCTCATGGTGATTCTGCAATTCTCGAAGTTTG6AAACCTATCAACTTACTTAC6G66CAAGAGAA 3000 
GGPLMVILQFSKFGNLSTYLRGKRN 

ATGAATTTGTTCCCTATAAGAGCAAAGGGGCACGCTTCC6CCAGGGCAAGGACTACGTTGGGGAGCTCTCCGTGG 3075 
EFVPYKSKGARFRQGKDYVGELSVD 

ATCTGAAAAGACGCTTGGACAGCATCACCAGCAGCCAGAGCTCTGCCAGCTCAGGCTTTGTTGAGGAGAAATCGC 3150 
LKRRLDSITSSQSSASSGFVEEKSL 

TCAGTGATGTAGAGGAAGAAGAAGCTTCTGAAGAACTGTACAAGGACTTCCTGACCTTGGAGCATCTCATCTGTT 3225 
SDVEEEEASEELYKDFLTLEHLICY 

ACAGCTTCCAAGTGGCTAAGGGCATGGAGTTCTTGGCATCAAGGAAGTGTATCCACAGGGACCTGGCAGCAC6AA 3300 
SFQVAKGMEFLASRKCIHRDLAARN 

ACATTCTCCTATCGGAGAAGAATGTGGTTAAGATCTGTGACTTCGGCTTGGCCCGGGACATTTATAAAGACCCGG 3375 
ILLSEKNVVKICDFGLARDIYKDPD 

ATTATGTCAGAAAAGGAGATGCCCGACTCCCTTTGAA6T6GATGGCCCCGGAAACCATTTTTGACAGAGTATACA 3450 
YVRKGDARLPLKWMAPETIFDRVYT 

CAATTCAGAGCGATGTGTGGTCTTTCGGTGT6TTGCTCTGGGAAATATTTTCCTTAGGTGCCTCCCCATACCCTG 3525 
IQSDVWSFGVLLWEIFSLGASPYP6 

GGGTCAAGATTGATGAAGAATTTTGTAGGA6ATTGAAAGAAGGAACTAGAATGCGGGCTCCTGACTACACTACCC 3600 
VKIDEEFCRRLKEGTRMRAPDYTTP 

CAGAAATGTACCAGACCATGCTGGACTGCTGGCATGAGGACCCCAACCAGAGACCCTCGTTTTCAGAGTTGGTG6 3675 
EMYQTMLDCWHEDPNQRPSFSELVE 

AGCATTTGGGAAACCTCCTGCAAGCAAATGCGCAGCAGGATGGCAAAGACTATATTGTTCTTCCAATGTCAGAGA 3750 
HLGNLLQANAQQDGKDYIVLPMSET 

CACTGAGCATGGAAGAGGATTCTG6ACTCTCCCT6CCTACCTCACCT6TTTCCTGTATGGAGGAAGAGGAAGTGT 3825 
LSMEEDSGLSLPTSPVSCMEEEEVC 

GCGACCCCAAATTCCATTATGACAACACAGCAGGAATCAGTCATTATCTCCAGAACAGTAAGCGAAAGAGCCGGC 3900 
DPKFHYDNTAGI SHYLQNSKRKSRP 



Title: USE OF ORGANIC COMPOUNDS 

FOR THE INHIBITION OF FLK-1 
MEDIATED VASCULOGENESIS AND 
ANGIOGENESIS 
Inventor (s): Axel ULLRICH et al. 
Appl. No.: 09/766,678 



FIG. 1 1-4 



CAGTGAGTGTAAAAACATTT6AAGATATCCCATTGGA6GAACCAGAAGTAAAAGTGATCCCAGATGACAGCCAGA 3975 
VSVKTFEDIPLEEPEVKVIPDDSQT 

CAGACA6TGGGATGGTCCTTGCATCAGAAGAGCTGAAAACTCTGGAAGACAGGAACAAATTATCTCCATCTTTTG 4050 
DSGMVLASEELKTLEDRNKLSPSFG 

GTGGAATGATGCCCAGTAAAAGCAGGGAGTCTGTG6CCTCGGAAGGCTCCAACCAGACCAGTGGCTACCAGTCTG 4125 
GMMPSKSRESVASEGSNQTSGYQSG 

GGTATCACTCAGATGACACAGACACCACCGTGTACTCCAGCGACGAGGCAGGACTTTTAAAGATGGT6GATGCTG 4200 
YHSDDTDTTVYSSDEAGLLKMVDAA 

CAGTTCACGCTGACTCAG6GACCACACTGAGCTCACCTCCTGTTTAAATGGAAGTGGTCCTGTCCCG6CTCCGCC 4275 
VHADSGTTLSSPPV 

CCCAACTCCTGGAAATCACGAGAGAGGTGCTGCTTAGATTTTCAAGTGTTGTTCTTTCCACCACCCGGAAGTAGC 4350 
CACATTTGATTTTCATTTTTGGAGGAG6GACCTCAGACTGCAAGGAGCTTGTCCTCAGGGCATTTCCAGAGAAGA 4425 
TGCCCATGACCCAAGAATGTGTTGACTCTACTCTCTTTTCCATTCATTTAAAAGTCCTATATAATGTGCCCTGCT 4500 
GTGGTCTCACTACCAGTTAAAGCAAAAGACTTTCAAACACGTGGACTCTGTCCTCCAAGAAGT6GCAACGGCACC 4575 
TCTGTGAAACTGGATCGAATGGGCAATGCTTTGTGTGTTGAGGAT6GGTGAGATGTCCCAGGGCCGAGTCTGTCT 4650 
ACCTTGGAGGCTTTGTGGAGGATGCGGGCTATGAGCCAAGTGTTAAGTGTGGGATGTGGACTGGGAGGAAGGAAG 4725 
GCGCAAGCCGTCCGGAGAGCGGTTGGAGCCTGCAGATGCATT6TGCTG6CTCTGGTGGAGGTGG6CTTGTGGCCT 4800 
6TCAGGAAACGCAAAGGCGGCC6GCAGGGTTTGGTTTTGGAAGGTTTGCGTGCTCTTCACAGTCGGGTTACAGGC 4875 
GAGTTCCCTGTGGCGTTTCCTACTCCTAATGAGAGTTCCTTCCGGACTCTTACGTGTCTCCT6GCCTGGCCCCAG 4950 
GAAGGAAATGATGCAGCTTGCTCCTTCCTCATCTCTCAGGCTGTGCCTTAATTCAGAACACCAAAAGAGAGGAAC 5025 
GTCGGCAGAGGCTCCTGACGGGGCCGAAGAATTGTGAGAACAGAACAGAAACTCAGGGTTTCTGCTG6GTGGAGA 5100 
CCCACGTGGCGCCCTGGTGGCAGGTCTGAGGGTTCTCTGTCAAGTGGCGGTAAAGGCTCAGGCTGGTGTTCTTCC 5175 
TCTATCTCCACTCCTGTCAGGCCCCCAAGTCCTCAGTATTTTAGCTTTGTGGCTTCCTGATGGCAGAAAAATCTT 5250 
AATTGGTTGGTTTGCTCTCCAGATAATCACTAGCCAGATTTCGAAATTACTTTTTAGCCGAGGTTATGATAACAT 5325 
CTACTGTATCCTTTAGAATTTTAACCTATAAAACTATGTCTACTGGTTTCTGCCTGTGTGCTTATGTT 5393 
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